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Description 

This invention relates to a novel stabilized peroral preparation containing acid-unstable benzimidazoie 
compounds. 

5 Benzlmidazole derivatives having an H*-K*ATPase inhibition effect, which are now on the way of develop- 

ment, are useful in the treatment of dlgesth^e ulcers, since they would intensely suppress the secretion of gastric 
acid. Since these compounds exert intense and persistent effects, they attract public^attention as novel drugs 
for treating digestive ulcers which substitute for histamin Ha receptor antagonists such as cimetidine. Animal 
tests have indicated that 2-[{4-(3-methoxypropoxy)-3-methylpyridln-2-yl} methylsuIfinyll-IH-benzimidazole 

10 sodium, among these compounds, has a particularly intense effect of suppressing gastric acid secretion and 
an appropriate duration of action. Thus it is expected to be clinicaliy useful. 

However the above mentioned benzimidazole derivatives are poor in stability. In particular, they are rapidly 
decomposed and colored under moist conditions or in an acidic to neutral aqueous solution. When these com- 
pounds are to be formulated into a preparation for oral administration, tiierefore, they should be coated with 

15 anientenccoating^to thereby p^ 

Wg is^^acidic nrtatlriil^which fe^ in water under neutral 

to all^lihe conditioTi^ Thus the coating of a core comprisi 
derivative witii such an enteric coating rfiighFgenerall7cSjse"ttT^ 

rpburid. Such decomposition occurs everfduringlhe enteric coatinfstage by a common method, for example, 
20 with the use of a fluidized bed coater, which results in tiie coloration of the surface of tiie core. Furtfier the stor- 
age stability of the coated core as well as the stability in an acidic solution of the same might be lowered thereby. 

In order to avoid these difficulties, Japanese Patent Laid-Open No. 258316/1987 and No. 258320/1987 
each disclose a method comprising intermediately coating the core containing an acid-unstable compound with 
a materia] soluble in water or decomposable in water and then further coating the same with an enteric coating. 
25 However these methods cannot sufficientiy stabilize an acid-unstable compound and therefore further improve- 
ment is required. 

The present inventors have conducted extensive studies in order to further stabilize an acid-unstable conv 
pound contained in a core. As a result, tiiey have found that the conventional methods can be improved by 
intenriediately coating:said core with t>oth fine particles of a hardly water-soluble material and a hardly water- 
so sdIubrefiriThforrnirig%^ — — 

The invention is directed to a peroral preparation of a benzimidazole compound, which comprises (1) a 
core containing a pharmacologically effective amount of a pharmacologically effective, acid-unstable benzimi- 
dazole^<^mppund,j(2) a c^ting^ layer, coated on the~core, comprising a hardly water-soluble, film-fomning 
rr^erial from the group^f ethyT^fiurose^^ of a hardly water-soluble sub- 

35 stance from the group of magnesium oxide, silicic anhydride, calcium silicate, magnesium hydroxide, mag- 
nesium carbonate, aluminum hydroxide, calcium stearate, magnesium stearate and sucrose fatty add esters 
suspended in tiie film-fonnlng material, and (3) a second coating layer, coated on the first layer, of an enteric 
film. 

The benzimidazole compounds used In the invention are disclosed in EP-A-268956. 
40 The core contains a phannacologically effective amount of the add-unstable benzimidazole compound. 

The prefenred benzimidazole compound is tiie sodium saltof 2[{4-(3-metiioxypropoxy)-3-mettiyIpyridin-2-yl}- 
methylsulfinyn-1 H-benzimidazo!e. 

It is preferable that the weight ratio of the hardly water-soluble substance to the hardly water-soluble film- 
fonnlng material is not less than 5%. 
46 Now the present invention will be desc ribed in d etajl. TJie terrn "core" used herein refers to those con- 
ventionally used for oral administration, suci^ ^biets7 granules, and ca psules. The core may be prepared in 
a conventional manner. For example, a core^in'jablet tomi may be obtained by i^ixjrig^the acid-unstable ben- 
zim^a^lecompoimd or lactose and binders^sui^h as hydroxypropylcellulpse 

jo rgfl^ihyl piyrrolid bne^^ 

60 r^f^ttfeh't^Bl§tiii§ttK@^ranules.^^^ acid-unstable compound, a benzimidazole derivativerin~particular,^2- 
^[{4.;;(3iitiethoxypropoxy)-3-methylpyridln-2-yl} methylsuIfinyl]-1H-benzimidazoIe sodium, which will be simply 
refen^d to as the material S hereinafter, may be preferably employed. 

The hardly water-soluble fine material to be used as the intemiediate coating layer in the present invention 
are magnesium oxide, silicic anhydride, calcium silicate, magnesiuni-hydroxide^agnesium carbonate, alumi- 
55 num hydroxide, calcium stearate, rrwigneslum stearate and suci^ ^at^aGld^ te^gltfier one of these mate- 
rials or a mbcture thereof may be used in the present invention, the hardly vrater-soluble filnri-forming materials 
are ethylcellulose and^gj^nyll^^tt^ It is preferable to use at least 5% by weight, still preferably at least 
1 0% by weight, of the l^^y watek'-sulublefine material based on the hardly water-soluble filnvfonning material. 
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When the ratio of the fine material to the film-forming material is lower than 5% by weight, the disintegration of 
the core takes a prolonged period of time and thus the liberation of the active ingredient is retarded. The ratio 
of the fine material to the film-forming material may be increased up to such a level as not to inhibit the coating 
procedure. 

5 In the present invention, the formation of the intennnediate coating layer by coating the core with both said 

hardly water-soluble fine material and said hardly water-soluble fiim-fonming material may be conducted in the 
following manner. Namely, the film-forming material is dissolved in a solvent such bs ethanol and then the fine 
material is thoroughly suspended therein with the use of, for example, Polytron(©. The obtained suspension 
may be sprayed onto the core in a conventional manner, for example, with the use of a fluidized bed coater to 

10 thereby fonm the aimed intermediate coating layer. 

Then the core thus coated with the intennediate coating layer is further coated with an enteric coating to 
thereby give a stabilized peroral preparation of an acid-unstable compound according to the present invention. 
The coating with an enteric coating may be carried out in a conventional manner. Namely, the enteric material 
is dissolved or suspended in a solvent optionally together with a gla|g^er, and the solution thus obtained is 

16 applied onto the intermediately coated core in a conventional manner with, for example, a fluidized bed coater. 
Examples of the enteric material to be used in the present invention include hydroxypropylmethylcellulose 
phthalate. cellulose acetate phthalate, methacrylic acid/methyl methacrylate copolymer and polyvinyl acetate 
phthalate. 

To further illustrate the present invention , and not by way of limitation, the following Examples will be given, 
20 wherein all parts and percentages are by weight, unless othenvise noted. 

Example 1 

The material S, mannitol and magnesium oxide were mixed together. To the obtained mbdure was added 
25 hydroxypropylcellulose dissolved in ethanol. The mixture was granulated, dried and passed through a 2d-mesh 
sieve to gWe granules (A). Separately crystalline cellulose was mbced with com starch and hydroxypropylcel- 
lulose dissolved in water was added thereto. The obtained mixture was granulated, dried and passed through 
a 28-mesh sieve to give granules (B). The granules (A) and (B), cartsoxymethyl cellulose, talc and magnesium 
stearate were mixed together and treated with a single-shot tablet machine (mfd. by Okada Seiko K.K.). Thus 
30 uncoated tablets of the following composition each weighing 120J2 mg were obtained. 



Composition: parts 



material S 


5 




mannitol 


45. 


.3 


magnesium oxide 


40 




hydroxypropylcellulose 


2 


.5 


crystalline cellulose 


10 




corn starch 


10 




carboxymethylcellulose calcium 


5 




talc 


2 




magnesium stearate 


0. 


,2. 



60 g of ethylcellulose was dissolved in 540 g of ethanol and 40 g of sQicic anhydride was dispersed in the 
55 obtained solution. The uncoated tablets obtained above were intermediately coated with the dispersion thus 
obtained by using a fluidized bed coater (GLATT WSG-3). Thus intermediately coated tablets each weighing 
122.8 mg were obtained. 

Next, 300 g of hydroxypropylmethylcellulose phthalate, 15 g of titanium oxide, 30 g of talc and 30 g of a 
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gl^lpl faj^racld^ster (Myvacet® 9-40T) were dissolved and/or dispersed in a mixture of 80% ethanol with 
wl^tfii^bdv^ tablets were coated with the solution thus obtained in a fluldized bed coater. Thus 

enteric tablets each weighing 1 31 .7 mg were obtained. . 

5 Example 2 

50 g of ethylcellulose was dissolved in 500 g of ethanol and 50 g of magnesium oxide was dispersed in 
the obtained solution. The uncoated tablets obtained in Example 1 were intennediately coated with the above 
dispersion. Thus intermediately coated tablets each weighing 1 22.6 mg were obtained. Next, 300 g of hydroxyp- 
10 ropylmethylceliulose phthalate, 15 g of titanium oxide, 30 g of talc and 30 g of a glycerol fatty acid ester 
(Myvacet® d-40T) were dissolved and/or dispersed in a mbcture of 80% ethanol with water. The intermediately 
coated tablets described above were then coated with the resulting solution In a fiuidized bed coater. Thus 
enteric tablets each weighing 132.0 mg were obtained. 

IS Example 3 

The material S was mixed with mannitol. To the obtained mixture was added hydroxypropylcellulose dis- 
solved in ethanol. The resulting mixture was granulated, dried and passed through a 28-mesh sieve to give 
granules (A), which were mixed with crystalline cellulose, corn starch, carboxymethylcellulose potassium, talc 
20 and magnesium stearate. The mbcture was treated with a single-shot tablet machine to thereby give uncoated 
tablets of the following composition each weighing 99.7 mg. 

Composition: 

25 

material S 

mannitol 65.3 
3^ hydroxypropylcellulose 2 . 5 

crystalline cellulose 10 

corn starch 
^ carboxymethylcellulose calcium 

talc 

magnesium stearate 

40 

60 g of ethylcellulose was dissolved In 540 g of ethanol and 6 g of silicic anhydride was dispersed in the 
obtained solution. The uncoated tablets obtained above were intermediately coated with this dispersion in a 
fluldized bed coater. Thus intermediately coated tablets each weighing 102.5 mg were obtained. Next, 300 g 
45 of hydroxypropylmethylceltulose phthalate. 1 5 g of titanium oxide, 30 g of talc and 30 g of a glycerol fetty acid 
ester (Myvacet(& 9-40T) were dissolved and/or dispersed in a mbcture of 80% ethanol with water. The inter- 
mediately coated tablets obtained above were further coated with the resulting solution in a fiuidized bed coater. 
Thus enteric tablets each weighing 1 1Z2 mg were obtained. 

so Referential Example 

30 g of hydroxypropylcellulose was dissolved in 600 g of ethanol. The uncoated tablets obtained in Example 
1 were intemrtediatefy coated wth the resulting solution in a fiuidized bed coater. Thus intermediately coated 
tablets each weighing 122.8 mg were obtained. Next, 300 g of hydroxypropylmethylcellulose. 15 g of titanium 
55 oxide, 30 g of talc and 30 g of a glycerol fatty acid ester (Myvacet® 9-40T) were dissolved and/or dispersed In 
a mixture of 80% ethanol with water. The abovementioned intermediately coated tablets were further coated 
with the solution thus obtained. Thus enteric tablets each weighing 131.4 mg were obtained. 



part 
5 



10 
5 

2 
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Example 4 

60 g of ethylcellulose was dissolved in 740 g of ethanol and 80 g of special calcium silicate was dispersed 
In the obtained solution. The uncoated tablets obtained in Example 3 were intenmediately coaled with the result- 
s ing dispereion. Thus intenmediately coated tablets each weighing 101.9 mg were obtained. Next. 300 g of hyd- 
loxypropylmethylcellulose phthalate, 1 5 g of titanium oxide, 30 g of talc and 30 g of a glycerol fatty acid ester 
(Myvacetig) 9-40T) were dissolved and/or dispersed in a mbcture of 80% ethanol y/tth water. The above inter- 
mediately coated tablets were further coated with the resulting solution. Thus enteric tablets each weighing 
1 12.0 mg were obtained. 

10 

Example 5 

60 g of ethyiceilulose was dissolved In 540 g of ethanol and 30 g of calcium stearate and 30 g of sucrose 
di- and tri-stearate were dispersed In the obtained solution. The uncoated tablets obtained in Example 3 were 
IS intenmediately coated with the resulting dispersion. Thus intemnediately coated tablets each washing 100.8 
mg were obtained. Next, 300 g of hydroxypropylmethylcellulose phthalate, 15 g of titanium oxide. 30 g of talc 
and 30 g of a glycerol fatty acid ester (Myvacet® 9-40T) were dissolved and/or dispersed in a mbcture of 80% 
ethanol with water. The above intemiediately coated tablets were further coated with the resulting solution. Thus 
enteric tablets each weighing 109.5 nng were obtained. 

20 

Example 6 

60 g of ethylcellulose was dissolved in 540 g of ethanol and 30 g of magnesium carbonate was dispersed 
in the obtained solutbn. The uncoated tablets obtained in Example 3 were intemnediately coated with the result- 
25 ing dispersion. Thus intemnedtately coated tablets each weighing 102.0 mg were obtained. Next. 300 g of 
methacrylic acid/nr^ethyl methacrylate copolymer, 15 g of titanium oxide, 30 g of talc and 30 g of triacetylgtcyerol 
were dissolved and/or dispersed in a mixture of ethanol with methylene chloride. The above Intermediately 
coated tablets were further coated with the resulting solution. Thus enteric tablets each weighing 1 12.5 mg were 
obtained. 

30 

Example 7 

60 g of polyvinyl acetate was dissolved In a mbcture of ethanol with methylene chloride (1:1) and 60 g of 
magnesium oxide was dispersed in the obtained solution. The uncoated tablets obtained in Example 3 were 
35 intenmediately coated with the resulting dispersion. Thus intermediately coated tablets each weighing 101.0 
nfig were obtained. Next, 300 g of hydroxypropylmethylcellulose phthaiate, 15 g of titanium oxide, 30 g of talc 
and 30 g of a glycerol fatty acid ester (Myvacet® 9-40T) were dissolved and/or dispersed in a mixture of 80% 
ethanol with water. The above intermediately coated tablets were further coated with the resulting solution. Thus 
enteric tablets each weighing 1 10.4 mg were obtained. 

40 

[Effects of the Invention] 

To further illustrate the effects of the present Invention, the following Test Examples will be gh^en. 
45 Test Example 1 

The enteric tablets obtained in the above Examples 1 and 2 and Referential Example were shaken in the 
1st fluid as specified In the Pharmacopoeia of Japan and the appearance of each tablet was observed. Table 
1 shows the results. 

60 



55 
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Table 1 



Szunple/Time (hr) 


2 


4 


6 


8 


Ex. X 










Ex. 2 










Ref. Ex. 






t 


+ 



Note: Not changed (white) . 

±: Somewhat chamged (slightly yellow) , 
+: Changed (yellowish brown) • 

20 Table 1 obviously Indicates that the appearance of the tablet of Referential Example 1 changed after shak- 
ing for four hours, while those of Examples 1 and 2 showed no change after shaking for eight hours. 



Test Example 2 



25 The enteric tablets obtained in the above Examples 1 and 2 and Referential Example were stored either 

at 25^C and at a relative humidity of 75% or at 40*^0 and at a relative humidity of 75% for one week and the 
appearance of each tablet was observed. Table 2 shows the results. 



30 




Table 2 




35 


Sanple/TeiDp . / 
RH conditions 


RH 75% 


40*C, RH 75% 


Ex. 1 








Ex. 2 . 




± 


40 


Kef. Ex. 


± 


+ 



45 



Note: Hot changed (white) . 

£: Somewhat changed (slightly yellow) 
Changed (bluelsh black) . 



Table 2 obviously indicates that the tablet obtained in Referential Example showed a change at 25''C and 
50 at a relative humidity of 75% and significantly colored at 40°C and at a relative humidity of 75%. On the other 
hand, those of the Examples 1 and 2 showed no change at 25'>C and at a relative humidity of 75% and slightly 
colored at 40**C and at a relative humidity of 75%. 

Test Example 3 

55 

The disintegration periods of the tablets obtained in the above Examples 1 and 2 and Referential Example 
were detemnined according to the Disintegration Test (with 2nd fluid) specified in the Phamnacopoela of Japan. 
Table 3 shows the results. 
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Table 3 



Sample 


Disintegration period (hr) 


Ex. 1 


7.4 - 7.8 


Ex. 2 


7.7 - 8,0 


Ref. Ex. 


7.2 - 7.8 



15 Table 3 obviously Indicates thatthe enteric tablets of Examples 1 and 2 are comparable to that of Referential 
Example in the disintegration period without showing any prolongation thereof. 



Claims 

20 

Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, Li, LU, NL, SE 

1 . A peroral preparation of a benzimldazoie compound, which comprises (1) a core containing a phar- 
macologically effective amount of a phamiacologically effective, acid-unstable benzimidazole compound, (2) 

25 a coating first layer, coated on the core, comprising a hardly water-soluble, film-fonning material from the group 
of ethyi cellulose and polyvinyl acetate and fine particles of a hardly water-soluble substance from the group 
of magnesium oxide, silicic anhydride, calcium silicate, magnesium hydroxide, magnesium carbonate, alumi- 
num hydroxide, calcium stearate, magnesium stearate and sucrose fatty add esters suspended in thefllnvform- 
ing material, and (3) a second coating layer, coated on the first layer, of an enteric film. 

30 2. A peroral preparation as claimed in Claim 1. in which the benzimidazole compound is the sodium salt 

of 2-[{4-(3-methoxyprDpoxy)-3-methyIpyridin-2-yl}-methylsulfinyl]-1 H-benzimidazole. 

3. A peroral preparation as claimed in Claim 1 or 2, in which the weight ratio of the hardly water-soluble 
substance to the hardly water-soluble film-forming material is not less than 5%. 

4. A peroral preparation as claimed in Claim 1 or 2, in which the enteric film is obtained from hydroxyp- 
35 ropyimethylcellulose phthalate, cellulose acetate phthalate, a copolymer of methacrylic acid and methyl 

methacrylate or polyvinyl acetate phthalate. 

5. A peroral preparation as claimed in Claim 1 or 2, in which the second coating layer contains a plasticizer. 

Claims for the following Contracting States : GR, ES 

40 

1. A method for manufacturing a peroral preparation of a benzimidazole compound which comprises coat- 
ing (1) a core containing a phamiacologically effective amount of a phanmacologically effective, acid-unstable 
benzimidazole compound with (2) a first layer comprising a hardly water-soluble, film-forming material from the 
group of ethyl cellulose and polyvinyl acetate and fine particles of a hardly water-soluble sul>stance from the 

45 group of magnesium oxide, sQicic anhydride, calcium silicate, magnesium hydroxide, magnesium carbonate, 
aluminum hydroxide, calcium stearate, magnesium stearate and sucrose fatty acid esters suspended in the 
film-forming material, and coating said first layer with (3) a second layer of an enteric film. 

2. A method as claimed In Claim 1, in which the benzimidazole compound is the sodium salt of 2[{4-(3- 
methoxypropoxy)-3-methylpyridin-2-yl)-methylsulfinyl]-1H-benzimidazole, 

60 3. A method as claimed in Claim 1 or 2, in which the weight ratio of the hardly water-soluble substance to 

the hardly water-soluble filnrv-formlng material is not less than 5%. 

4. A method as claimed in Claim 1 or 2, in which the enteric film Is obtained from hydroxypropylmethylcel- 

lulose phthalate, cellulose acetate phthalate, a copolymer of methacrylic acid and methyl methacrylate or 

polyvinyl acetate phthalate. 
55 5. A method as claimed in Claim 1 or 2. in which the second layer contains a plasticizer. 
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Patentanspruche 

Pat«ntanspr£lcho fQr folgende Vertragsstaaten : AT, BE, CH, DE, fR, GB, IT, LI, LU, NL, SB 

5 1 . Perorates Praparat einer Benzimidazolverbindung, umfassend (1) einen Kem, dereine pharmakologisch 

wirksame Menge einer pharmakologisch wirksamen, gegenuber Saure instabilen Benzimidazolverbindung ent- 
halt. (2) eine erste Oberzugsschicht. mit derder Kem Qberzogen ist, die ein kaum wasserlosliches. filmbiiden- 
des Material aus der Gruppe aus Ethylzellulose und Polyvlnylacetat und feine TeOchen einer kaum 
wasserldslichen Substanz aus der Gruppe aus Magnesiumcxid, Kieseisaureanhydrid, Kalziumsilikat Magne- 
to siumhydroxid, MagnesiunDcarbonat, Aiuminiumhydroxid, Kalzfumstearat, Magnesiumstearat und Sucrosefett- 
saureestem suspendiert in dem filmbildenden Material enthalt, und (3) eine zweite Obeizugsschtcht eines erst 
im Dann ioslichen Films, mit dem die erste Schicht Qberzogen ist. 

2. Perorates Praparat nach Anspruch 1, wobei die Benzimidazolverbindung das Natriumsalz von 2-(+[4- 
(3-Methoxypropoxy)-3-methylpyridin-2-yt]-methylsuIflnyl)-1 H-benzimidazol ist. 
15 3. Perorates Praparat nach Anspmch 1 oder 2, bei dem das Gewlchtsverhaltnis der kaum wasserloslichen 

Substanz zu dem kaum wasserloslichen filmbildenden Material nicht weniger als 5% ist. 

4. Perorales Praparat nach Anspruch 1 Oder 2. bei dem der enterische Film aus Hydroxypropylmethylzel- 
lulosephthalat, Zelluloseacetatphthalat. einem Copolymer aus Methacrylsaure und Methylmethacrylat oder 
Polyvinylacetatphthalaterhaiten ist 
20 5. Perorates Praparat nach Anspruch 1 oder 2, bei dem die zweite Oberzugsschicht einen Weichmacher 

enthalt. 

Patentanspruche fflr folgende Vertragsstaaten : GR, ES 

25 1. Verfahren zum Herstellen eines peroralen Praparates einer Benzimidazolverbindung, umfassend das 
Oberzlehen (1) eines Kerns, der eine phanmakologisch wirksame Menge einer pharmakologisch wirksamen, 
gegenuber Saure instabilen Benzimidazolverbindung enthalt, mit (2) einer ersten Schicht, die ein kaum was- 
serlosliches, filmbildendes Material aus der Gruppe aus Ethylzellulose und Potyvinylacetat und feine Teilchen 
einer kaum wasserldslichen Substanz aus der Gruppe aus Magnesiumoxid. KieselsSureanhydrid, Kalziumsi- 

30 likat, Magnesiumhydroxid, Magnesiumcarbonat. Aluminiumhydroxid, Katziumstearat. Magnesiunnstearat und 
Sucrosefettsaureestem suspendiert in dem f Imbildenden Material enthalt, und Oberziehen der ersten Schicht 
mit (3) einer zweiten Schteht eines erst im Darm Ioslichen Films* 

2. Ver^hren nach Anspruch 1, bei dem die Benzimidazolverbindung das Natriumsalz von 2-(-i-[4-(3-Met- 
hoxypropoxy)-3-methylpyridin-2-yl]-methyIsulfinyl)-1 H-benzimidazol ist 

35 3. Verfahren nach Anspruch 1 oder 2, bei dem das Gewlchtsverhaltnis der kaum wasserloslichen Substanz 
zu dem kaum wasserldslichen ftlmblldenden Material nicht weniger als 5% ist 

4. Ver^ren nach Anspruch 1 oder 2, bei dem der enterische Film aus Hydroxypropyimethytzellutosepht- 
halat, Zelluloseacetatphthalat, einem Copolymer aus Methacrylsaure und Methylmethacrylat oder Polyvinyla- 
cetatphthalat erhalten wird. 

40 5. Verfahren nach Anspruch 1 oder 2, bei dem die zweite Schicht einen Weichmacher enthalt 



Revendications 

45 Revendications pour les Etats contractants suivants : AT, BE, OH, DE, FR, GB, IT, U, LU, NL, 
SE 

1 . Preparation d usage oral d'un d6rive de benzimidazole, qui comprend (1 ) un noyau contenant une quan- 
tity pharmacologlquement efficace d'un d6riv§ de benzimidazole pharmacologiquement efficace instable aux 

50 acides, (2) une premiere couche d'enrobage appliqu^e sur le noyau, comprenant une mati^re filmog^ne dtffi- 
cilement soluble dans t'eau choisie dans te groupe fonm6 par 1'6thyIcellulose et I'acState de polyvlnyle et des 
fines particutes d'une substance difncitement soluble dans t'eau choisie dans te groupe formS par t'oxyde de 
magn^ium, I'anhydride silicique, le silicate de calcium, Thydroxyde de magnesium, te carbonate de magn^ 
slum, t'hydroxyde d'aluminium, le st^arate de calcium, le stSarate de magnesium et les esters d'acides gras 

55 du saccharose, en suspension dans la mati^re fnnrK)g&ne, et (3) une seconde couche d'enrobage, appliqude 
sur la premi&re couche, constitute d'un film gastrorSsistant et enttrosoluble. 

2. Preparation h usage oral selon la revendication 1, dans laquelle le derive de benzimidazole est le sel 
de sodium du 2-{[4-(3-m6thoxypropoxy)-3-m6thylpyridine-2-yl]-m6thylsutfinyl)-1H-benzimldazoIe. 
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